. Meiotic progression of Brca1 mutants. (A-C) Evaluation of the efficiency of conditional deletion of Brca1. Immunostaining of meiotic chromosome spreads using an anti-SYCP3 and -BRCA1 antibody raised against amino acids 789-1,141 (encoded by exon 11) of BRCA1. Immunostaining of first wave meiosis is shown in A and B and of adult meiosis in C. Arrows indicate sex chromosomes. (D and E) TUNEL staining of the 3-wk-old testis of the Brca1cKO and 4-wk-old testis of the Brca1/53bp1 / and their littermate controls. (F) Meiotic progression of the first wave meiosis at day 14, 16, 18, and 20 of the Brca1cKO judged by SYCP3 and H1t double immunostaining. (G) An example of ectopic H2AX domain formation in the Brca1cKO. Arrows indicate sex chromosomes. Arrowheads indicate ectopic H2AX foci. H2AX domain formation on the sex chromosomes appears to be complete, but the presence of H2AX is relatively decreased in the X-pericentric region. (H) A large H2AX domain was observed on the sex chromosomes, but it failed to spread onto the X-pericentric region. (I) The population of pachytene spermatocytes exhibiting ectopic H2AX foci. P-values were derived from an unpaired t test. **, P < 0.001. (J) Immunostaining of meiotic chromosome spreads using anti-Ku80 and -SYCP3 antibodies. Arrowheads indicate Ku80 foci localized at the ends of synapsed chromosomes. Bars, 10 µm (except in D and E as shown). Percentage of each genomic element per total reads. In addition to genomic elements shown in the panel, microRNA and satellite DNA-derived small RNAs were calculated. However, the totals of these small RNAs were very low (<0.2% for miRNA and <0.03% for satellite DNA-derived small RNAs) and not shown in the figure. P-values were derived from an unpaired t test. *, P < 0.05; **, P < 0.001. Bars, 10 µm (except in G as shown).
